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Supplementary Figure S3 . Related to Figure 2 . Sequence conservation across all filovirus glycoproteins vs. network score. Protein sequence conservation percentages are plotted against the normalized network score for that particular residue. There is a general trend that while low network-scoring residues may be either highly or poorly conserved, as network score increases, there are fewer residues with low observed sequence conservation. Beyond a 0.35 network score, there are no residues with under 50% sequence conservation within the filoviridae family.
Supplementary Figure S4 . Related to Figure 4 and Table 1 . Native gel images of GP∆TM∆muc and representative mutants. Lane 1 contains the NativeMark ladder and lanes 2-5 contain glycosylated, trimeric GP. Purified GP∆TM∆muc can be seen as a single, trimeric species that runs at a consistent molecular weight for the WT and mutant species. The kDa value measured using the NativeMark ladder does not match up with the predicted molecular weight of the trimeric protein. This phenomenon has been observed in previous literature 7 and the correct monomeric molecular weight was validated using MALDI mass spectrometry to be ~340 kDa. Supplementary Table S2 . Related to Figure 3 . Summary of network score information for known anti-Ebola antibodies binding to EBOV GP. Hotspot and interface residues as well as their associated network scores refer to the residues within EBOV GP (pdb: 3CSY). Hotspot residues for 1H3, 13C6, 6D8, 13F6, 2G4, 4G7 and KZ52 were described in Davidson et al., 2015. Hotspot residue for antibody #3327 was described in Reynard and Volchkov, 2015. Crystal structure information was taken from publically available crystal structures: KZ52 (pdb: 3CSY), mAb100 and mab114 (pdb: 5FHC). Table is colored based on network score. '-' indicates that network information could not be obtained, as the hotspot residues were not part of the GP crystal structure. ** Antibody #3327 secondary network score was determined using residues 527 and 529, since the known hotspot at glycine 528 does not make side-chain interactions. 40, 41, 42, 43, 44, 502, 503, 504, 505, 506, 507, 508, 509, 510, 511, 513, 514, 549, 550, 551, 552, 553, 554, 556 0.130 mAb100 31, 32, 34, 45, 46, 47, 49, 503, 505, 507, 508, 521, 522, 523, 524, 525, 526, 527, 544, 560, 563, 564, 565, 567, 568, 571 0.037 mAb114 112, 114, 115, 116, 117, 118, 119, 120, 142, 143, 144, 145, 146, 147, 172, 221, 222, 223, 224, 227, 229, 231, 238, 239, 241, 269 
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